The Office Aciion dated January 2K 2010 reiected claims J38-M0, 142-162, 164- 
1 89, and 21 i -260. CSmiTis 1 90-2 10 have been withdmw« fram considet aijoxi. Claims 1 - 1 37, 
141 and 163 have been caneeled. the aciion has hem marked final by Che Examiner. Please 
qtmsider these remarks after fmvil rejeciion.. .4.ppMcaius submit ihat thoiightfijl con.sideratioii 
of these remarks and the substance of the cited art make it appropriate and proper to issue a 
notice of allowance for all the pending claims m this application. 

Anticipation Rejection Under 35 U.S.C. $ 102(b) 

The ExamitKn has rejected claims 138-140, 142-144, 151, 153, 16.5-170, 177, 179, 
21 1-216, 223, 225, 236-241, 248 and 2.50 under 35 U.S-C. § 102(b) as being aHegediy 
anticipaled by Wright IV et al. U.S. Patent Application Pub. No. 2003/0044458 (hereinaJler 
referred to as "Wright"). .4ppHcanl5 respectfully traverse. 

The instant application claims in independmt claim 138; 

A tiait dose of a confrolkd release phairmaceMical formulation, 
wherein„said formulation comprises melt extruded muttiparticnlates 
compfising a rubbery mattiK including a nesutral poly(ethyi acrykte, 
methyl methacryiate) copolymer and an active agent. 

The instant appiication claiats in itidepeadeal eiaim 166; 

A pluraUty of a conttolied release granulates comprising a rubbery 
RUitrix including a neatral poly(ethyi acrylate, luelhyi methaerylate) 
copolymer and an active agent. 
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The instant appliealion Giaims i ti itidepeaideM claim 211; 

A plurality of conti'plied release melt extaided maliipartieuiates 
comprismg a rubbery matrix iRcluding a neutral poly(ediyi acryiate, 
meihyl meihacryiate) copolymer and an actiye agent. 

The instant application claims in independent claim 236; 

A controlled release phaniiaceuticai formulation comprising a rubber>=' 
matrix mctuding a neutral poly(eihy! acrylate, raethyl meftiacrylate) 
copolymer and an active agent. 

To be clear, m claims 138, KUk 211 and 236, as well as the claims that depend Oil them, tlie 
claimed formulations comprise mel t extruded multiparticulate^. ITie melt ex tTuded^ 
mifltipaHic^?aj:e^ m ust comprise a mi?i^ery r]«atr;f x ifi^cj tiding neutr^ii poly(^^bvl acryl<^ ; e. 
mejfc^l mMiac!2:lateLeopoiyi^^^^^ an active agent (emphasis added). 

We respectfully submit that, contrary to the Examiner's assertion, Wright does not 
disciose the ibrnmlation according to the present invention comprising mei t extruded 
multiparticula:tes which comprise a rubbery matrix including a neutral polyCethyl acryiate, 
methyl meihacryiate) copolymer, and an active agent. Consequently, contrary to the 
Examiner's assertion, claims 138-140, 142-144, 151, 153, 165-170, 177, 179,211-214 223, 
225, 23{'>-24 L 248 and 250 ai'e novel over the disclosure of VVrighi, Applicants will make 
this point clear in the following detailed remarks. 

As we noted in our previous instTuctions, Wright discloses a dosage form comprising 
a first composition and a second composition, ITie fifiit composition comprises a iherapeutic 
agent and the second composition comprises an adverse-effect agent (paragraph [023 j). The 
composiiioii provides tamper resistance by releasing the adverse-effect agent if i t is tampered 



chewed crushed, gumnd or dissolved (jiamgraph {02f j). Iti eontiasi, vvhen the 
composition is taken orally as intended only the therapeutic agent is released. This is 
achieved by the use ofspecilk coatings on the fast and second compositions that render the 
fct composition soluble in tl^e stomach but the second composition insoluble (unless 
tampering occurs). This is explained fuily atparagiaph f028i. 

Paragraph [030] of Wrighlstates that the first conipcjsition may be designed io 
pro-vide slow release of the tlietapeutic agent to die patieht. Thk may be acltieved by using a 
sustained release coating (section 5,4,4) or by dispersirig the ti>erapeutsc agent in a controlled 
release matrix (paragraph {082]), This is cmcial to recognize because it is one of the keys to 
understanding why Wright does not disclose the unit dose of a controlled release fonn ulation 
according to the claim of 138 of the instant application. 

The discussion of the composition of the controlled release matrix starts at paragraph 
[0S41 and is relevant because it is within these passages that the only mention is made of tlie 
possible use of a iieutral poly(ethyl acrylate, methyl methacrylate) copolymer, paiticulaiiy 
Endragit NB 30 D. Paragraphs [085-087 1 of Wright set ont three classes of polymers tliat 
may be used in a coniroiied release matrix, namely (a) hydiophilic or hydrophobic polymers, 
(b) digestible, long chain hydrocarbons or (c) polyalkylene glycols. .Paragraph [ 088 1 then 
goes on 10 say that a suitable matrix comprises one or more cellulose ethers or i^ffxylic , regins , 
one or more aliphatic alcohols and.% one or more hydrogenated vegetable oils. Examples of 
acrylic resins are set out m. paragraph [089') and one of the seven mentioned is Eudmgii NE 
30 D, 

%' fight also discloses at paragraph f()84] that the therapeutic agent can be dispersed i.a 
the matrix using dry or wet granulation or by blending. Paragraph [092] elaborates further 
and stsUes thai the controlled release matrix containing the therapeutic agent can be prepared 
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using conveoiionai teGhniques inciudtug melt granutatiotk wet grajmlatioR, dry blendrng, dry 
granulation or co-precipitation. There is no raeiitioTi of melt ex trusion. 

Finally, the first paragraph on page i i of tbe Jammr>' 21, 201 i office action refe to 
paragraph {OM] of Wrigiu. It should be understood tliat paragraph [094 { of Wright infers to 
the preparation of the first and second compound tor the coating process, i.e. tlie altaraattve 
susiaitied release vnethod (i) above. Paragraph |094 j states that the first (and second) 
ttompositidn is a solid such as tliie gratiules, piils, beiads, capsiibs, tablets or powdm. The 
solids are said to be made by means known in ihe art. The typical nmteoais used lo prepare 
them are set out in pamgraph 94. There is no disclosure at any point in this paragraph that a 
neiriral polyCethyl acrylate, methyl methacrylate) copolymer such Eudragit NE 30 D could or 
should be used, nor would the skilled person have been given any incentive to consider the 
use of sneh a material on the basis of this disclosure. 

It is noted that it is stated in the last sentence of Paragraph 94 that the solid 
compositions can be prepaied by various conventional methods known in tlie art, including 
melt extrusion. Applicants further note that the Examiner has referred to this in his rebuttal of 
their arguments in response to the previous non-final Oflice Action. Applicants respectfully 
submit tiiat the Examiner has misinterpreted the disclosure of Wright. The reference to the 
use of melt extrusion is only in. the coatexi of the prepiw^ition of solid compositions, prior to 
the coating process (see Pariigrapbs 95 to 97). When formulations of Wright are pjjepared by 
dispersion in a controlled release matrix, tiiere is no disclosure or suggestion thai 
multiparticulates should be prepared using meU extrusion. 

Applicants submit, therefore, that the Examiner ■$ aa-guments actually (and no doubt 
accidentally) impermis.sibly combine separate parts of the disclosure of Wright to arrive at 
tiie presently claimed invention. Tliese separate parts of the disclosure relate to completely 
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diilfefent acd distmct embodimeMs of Wrigbl. ft is respedfuny subraiUed a feiecion uader 35 
U.S.C. § i02(b) cannot be fbrrauiaied by selecting unrelaled pai ts of the disclosure and make 
a colIeciioB of ihese to arrive at tiie present invention. Tlie mention ihat the prepaiatioa of 
raultiparticulates that may comprise m acrylic resin tliai may be a neuCral poly{ethyi acryiate, 
methy l melhacrylaie) copolymer, particuiariy Eudragit NB 30 D, comes in the context of the 
dispersioti of a therapeutic agent i« a cootroUed'^releiaise matrix in Wright, (paragraphs 82 to 
92). The mentioii to the use of meii e.xirusion conies only in the context of the preparation of 
solid .first aiid second compositions thai nmv be maltipiirticuljates that maj? be pfepiEired by 
melt extrusion in which the solid compositions are coated with layers of a desired coating 
such as the sustaitted-reiease coating. 

Therefore, Apphcants respectfuHy submit that Wright does tiot anticipate independent 
claim t3S, 166, 211 or 236 because there is simply no disclosure in Wright of a uni t dose ora 
a controlled release pharmaeeuticai formulation comprising melt extruded mtJltipartieulates 
that comprise a neiitrat poly(ethyl aerylate, methyl metbacrylate) copolytner or a plurality of 
melt extruded muitiparticuiates thai comprise a neutial paly(ethy| act>'iate, methyl 
methacrj'late) copolymer. Rather, Wright discloses a first eptiiposition that ms^ be in the 
form of granules and may contain Eudi~agit NE 30 D but which is prepared by melt 
grattiilation, wet gfanalation, dry blending, dry gramiJatidn or co^pfecipitatioij. There is no 
disclostire whatsoever of melt extrusion. Since every element of independent claims 1 3<S, 
166, 21 1 or 236 is not disclosed in Wright, tlie reference caimot anticipate claim 138, 166, 
21 1 or 236, nor any claim which is dependent tipoa either claim 138 166, 211 or 236. 

Applicants note that the Examiner has questioned the relevanGe of the specific 
reference in the previous response to the fact that EU DR AO ff N E .30 O is not stated to be a 
patticulariy preferred polymer in Wright on the grounds that none of the clainis of the instant 
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appikaiion are directed m this copolymer. Applicauis oiler the below explaiiation of the 
importance of EUDRAGlT NE 30 D in underslandiog the diOerence between of the 
disclosure of Wright and the instant claims. 

As aoied above, the only disclosure in Wright of ihe use of a ney irai poiy(eUiyl 
actylate, mettiyl metimcrylate) copolymer is ihe refereace to the use of EUDRAOIT NE 30 
D. This is listed in paragraph 89 as au example of a possible acrylic resin thai may be ysed in 
the- preparation of the controifed release matrix formulations of Wright (see pai-agraphs 82 
aisd 88 also). Thus, the controlled release tbrmitlaiions of Wright only refer to one neutral 
poly(ethyt acrylaie, methyl methactylate) copolymer, EUDRAGlT NE 30 D, and then only in 
the context of controlled release matrix formulations that are not, as explained above, melt 
extrnded muUiparliculaies as required by claims IM, 166, 211 or 236 of the present 
invention. Althongh not directly reievant to the novelty of the present inyentipn, tiiere is no 
suggestion in Wright that EU DRAG IT NE 30 D is a preferred material for «se in preparing 
the controlletl release matrix, of the controlletl release form.ulations of this reference. This is 
supported by consideration of the examples, none of which employ it. 

Applicants also ftote that the Examiner has questioned the assertion in the preyious 
response that if a person skilled in the art attempted to derive the present invention as recited 
in claim 138 from Wright he would have io choose 2. of 588(J pos.sible unit doses disclosed by 
the various lists therein. In actual fact, the reality is worse than that. }i is simply not possible 
to arrive at the present invention from the dssclosure of Wright no rnalter whai specific 
selections are made. However, we are ha:ppy to set out the exact means by which we arrived 
at thi.s cakulalion. 

Further, with respect to all of the claims, it is submitted that W^riglit is not an 
anlicipaiory reierence because Wright's disclosure does not describe the presently claimed 



inveiuioft sufSciewiy to bax^e placed a person of ordijoary sMH in the field ui possessioa of the 
kwention. See, in re Spada. 91 1 V2d 705, 708 {Fed.Ck 1990). Notably, Wright begins the 
discussion of controHed release matrices by statnig that "[ajny contxoiled-release niatrix can 
be used in the oral dosage form of the invention" (paragraph | 082] ), The presently claimed 
riovel conibinalion of elements are certainly not disclosed together atiy where in Wriglu, 
However, everi the clo^sest approximatioa of claim 138, arguaMy the pending claim with tJie 
fewest limitations, the person of ordinary skill vvoidd have had to at ieast make each of the 
following seleGtions frorn the disclosure of Wright: 

1 . decide to make the first CQinpositibn a slow release composition ( I choice 
from 2); 

2. decide to provide slow release by use of a matrix rather than a coating (I 
choice from 2); 

3. decide to use a class (a) polytiier ii5 the laatiis (1 choice from 3); 

4. decide to ijse an acrylic polymer ih the matrix (1 choice from 10); 

5. decide to use Eudragit NE 30 D as the acrjiic polymer (1 choice from 7); 

6. decide to formulate the first composition as granules or fine granules (2 
choices from 7); and 

7. decide to prepare the fust composition by melt extrusion (not disclosed). 

Irlence to arrive at the utut dose of claim 138 from Wright, the person of ordinary skill 
would have had to choose 2 of 5,880 possible unit doses disclosed by tiie various lists therein 
( i.e. multiply tire positive options (i x I xl x i x 1 x 2 === 2) out of the total riumber of 
possibilities (2 x 2 x 3 x 10 x 7x7 ~= 5880). Even theti, however, th& skilled person does not 
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arri ve at the present ifivetUion as recited in daim 1 38, This is because tliere is no disclqsum 
in Wright of the preparatton of the controUeiJ release composition as a meh extruded 
nmiiipaiticuiate. Tims, at the priortty date of tiie presenr appikation, tiie skiiied persoii m 
attempting to arrive at tfie formulation of the present itivention, wouid have had io make a 
seiectioE of 2 options out of a possible 5880 possible unit doses disclosed in Wright, lo get to 
the closest appfOxuBation of claim 138, Evea then the skiiled artisan still would not have 
arri ved at the invention as ciainied, A similar analysis applies to independent claim 165, as 
well iEts ne'vv indepmdeiit eUrhiis 21 1 and 236. Therefore, the very broad disclosure tVf Wright 
cannot qtiatify as an anticipaton' disclosnre of the present claims linder 35 U.S.C;. § 102(b). 
"[AJitliough specific claiiiis are subsumed in fa prior art reference's] generalized disclosure 
, , ,, this is not literal identity" required for anticipation. See, Minnemta Minmg & 
Manufacturing Co. v. Johnson <S Johnson Orthopaedics. Inc., 976 F.2d 1559 (Fed. Or 1992) 
Similar to the Minnesota Mining case, the cited reference's ninges were "so broad as to be 
meaningless" and provided no guidance on iiow lo construct a product mih the claimed 
invention's beneficial properties. 

It is respectfully submitted that the subject matter of all claims of the instant 
application, including claims 138-140, 142-144, 151, \S\ 165-170, 177, i 79, 211-216, 223, 
225, 236-241 , 24S and 250 that currently stand rejected by the Examiner are novel over the 
disclosure of Wriglit, Applicants respectfttlly submit it is clear from the above argimients and 
explanations that, contrary to the Esanjiner's ass^tion, there is no disclosure of formulations 
according to the presently claimed mvention in Wright, On the contrary, the Applicants have 
convincingly shown the rejection under 35 U.S.C § 102(e) is a combination of separate, 
rmrelated disclosures brought togetlier out of context to arrive at the instant claims of the 
Application. This collocation of sepaiate pieces of information does not, of course, represent 
ail enabling disclosure of the invention. At no po int is tliere a disclosure of the key 
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requiremeat of the fomiulatiQiis of the |iresent oiveaiiotv partkakdy melt exiruded 
nmltipardculates comprismg a rubbery matrix incliiding a iieatral polyietliyl act ylate, methyl 
melhaciylaie) copolyBier and an active ageni. Therefore, it is respectiiilly sitbmitted ih&t the 
present claims are not ajrticipaied by Wright. 

Rejection Under 35 U.S.C. $ 103(a) 

The Ixaraitter has rejected Glainis i38-I40> 142-162, !64-l?J9, 211-260 under 35 
UvS.C. § 103(a) as bemg unpatemabie over Wright in view of Oshlaclf etal. U.S. Patent No. 
5j958,452 (hereinafter "Oshiack '452) atid Oshiack etal L-.S, Patent Application Pub. No. 

2002/00 ! 01 27 (hereinafter ''Oshlack ' 127). Applicants respectlidiy traverse. 

/\ppiicants and the Exannner agree that Wright is not anticipatory for claims 145-150, 
152, 154-162, 164, 171-176, 178, 180-189, 217-222, 224, 226-235, 242-247 aad249. 
Applicants have made clear above Wright is not atilicipatory for claims 138-140, 142- J44, 
151, 153, 163-170, 177, 179,21 1-216, 223, 225, 236-241, 24Kand250, The main points of 
tlie above augnient can be sunmwized as follows: 

(i) that Wright teaches how to prevent a user wanting to administer a dosage form that 
has been tampered witli, rattier tlian how to prevent tampering in the first place; and 

( ii) that Wright ei ai only lists Eudragit N E 30 D as orse of many possible controlled 

release matrix agents and does not teaeh that it imparts tamper resistance to melt 
extruded miittiparticuiates. 

Applicants do not believe that lesser requireinents of an obvjonsness rejection under 
35 U .S.C. § 1 03(a) overcome the deficiifetteies pointed ottt above for Wright in tiie traverse of 
anticipation. It is not obvions to use the teachings of Wright to thwart physical acts of 
tampering (e.g. grindet^cmshtng), also it is not obvioH,s from Wright alone to use any neutral 
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polyCeLiiyl aeiylaie, meUsyi methaciyiate) copolymer, iiieludrng Eudmgit ME 30 D, m a 
controUed release matrix to prevent tampering. Therefore, Wright aioiie is not atmnore 
suitable to support a 1 03(a) rejection for any of the msta«i claims ihrni it is to support a 
102(e) rejection for any given ciatm. 

The tamper resistance of the present invention sigmfkantiy diminishes tive likelihood 
that a person seeking to abuse liie dosage fonn by grinding/cfushiiig followed by solvent 
extraction and'or direct sol vent extraction would be able to obtain a suflMent amount of the 
active agent from the dosage form to abuse. 

In contrast thereto, Wriglit seeks to obtain a totally diiierent kind of tamper resisiance. 
Specifjcallys Wdght does not aim to make its dosaige forms more resistant to crushing, 
grindiog or extraction, rather ii aims to prevent a user irom achieving a euphorigenic or 
pleasing effect if a dosage form is administered after crushing, grinding or dissolving. As 
discussed in detail in paragraph j(i28| of Wright, tliis is achieved by inckding m adverse- 
effect agent in its dosage form which is released only if the dosage form is tampered with. 

The direction and aim of present invention and Wright are therefore entirely diiTerent. 
Correspondingly, Wright does not contain any teadiing or suggestion whatsoever as to how 
to produce unit doses^ granulateSj multipatticulates or formulations that have improved 
resistance to abuse by grinding or crusMng followed by solvent extraction and-'or direct 
solvent extraction. Ceriainiy, Wright does not contain any teaching that these properties are 
provided by the inclusion of a neutral poly(ethy1 acrylaie, methyl raethacryiate) copolymer in 
the matrix. Ratlier, as discii$.sed above with respect to the i«iticipatfon rejection, Wright only 
mentions tiie possible use of Eudragit NE 30 D (the only neutml polyCethyi acrylaie, methyl 
methacry kte) copolymer referred into in the discourse of Wright) i n passing among a 
multitude of possible matrix components. Wright does not mention Hiidragit MB 30 D in 
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comiection wiih any iamper resistsiice jproperiies. fn £ka, Wright expficitiy states thai '^[ajny. 
cowtroUed-telease matrix can be used in the oral dosage form of She inveiition'- (paragraph 
[0821 )• Moreover, nojie of tiie Examples of Wnght utiiize a aeutral poiy(elhyl acrylaie, 
raethyl metljactylate) copoiyraer. A reference such as Wright which discloses a "vast 
riumbef' of possibilities audprovuies examples which are difU'reiit from the presefitly 
claimed invention does not provide the fequisUe motivation or ratiohale to select a neiiirai 
poiyCeihyj acrylaie, methyl methactylate) copolymer for iBclitsioB in the matrix. See, In re 
Baif'd, iC> F3d. 3S0 (Fed.Cir, 1994). 

At. theptriotity date of the present application, the skilled person would have been 
provided with no leaching or motivation to produce the formulations of the present iuveniioR, 
let alone that by doing so the resulting fbrmulaiions would have tamper resistance properties. 

As a demonstiatiott of the tamper resistance propertiesj we draw tlie Examiner's 
attention to Examples 10 to 13 of the present application and Figure 5, wiiich demonstote 
clearly that attempts at extraction of oxycodone HQ via different means from four difierent 
formulations of the present invention led to impressive tamper resistance to attempted 
extraction by crushing and grinding followed by solvent extraction. 

At the priority date of tlte present application, the skilled person would have been 
provided with no teaching or motivation by the disclosure of Wright to produce the 
fonnulations of the present inventionj let alone that by doing so the resulting forniulaiioiis 
would have tamper resistEmce properties. There is no reason that the skilled person would 
have been motivated lo combined the disciosure of Wright with Oshkck '452 or Oshlack 
'127 as the object of Wright and the means by which it is achieved (tamper resistance by 
including an adverse-effect agent in its dosage forms that is only released if the dosage form 
is abused) is different to Oshlack '452 (sustained release formulations obtained by melt 
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eKtfusioti; m disciosufe or suggestioH of iamper resistance prqpeities); and OsWack ' ] 27 
(controUed release dosage forms coBlammg an opioid agonist and antagonist and a controlled 
reiease nmieriai, m whicii the Jiaiagontst is released at a rate effective to aitenitate side effecta 
of the opioid; no reference to use for ianiper resisisnce). 

Therefore, it is respecttyiy submitted diat at the priority date of the present invention, 
a peison of ordinary skill in the art would not be feiitght tiie invention as recited in the instant 
ctairos of the present application by the disclosure of Wright, Fiirdierniore, he would iiot 
have been moiivaied to have combined iiiis document mth Osluack et ai (US'452) and/or 
Oshlack et ai (US 2002/* 127), as they are related to different problems. Even if he had done 
so, he would siiH not have arrived at the subjeci matter of the itistant claims, nor wonld he 
have had any reason to believe thai the fontjuiations of the prcsent ins'ention would have 
tjiraper resistance to cmshing, grinding and extraction as discussed and exemplified in the 
presen t {jpplica:tion. 

It is tlierefore submitted that a peison of ordinary skill wonid not have deduced the 
presently claimed invention frbrh tihe general disciosur e of Wright tegardiilg various possible 
matrix ingredients. Further, neither the cited Oshlack '548 nor the cited Oshlack ' 1 27 
provide any motivation or rationale for selecting a neutral poIy(ethyl acrylate, methyl 
melhacryiate) copolymer for inclusion in a unit dose, gnmuiate, mukiparticolate or 
fomiulation as presently claimed. Accordingly, it is submitted that the presently claimed 
invention would not have been rendered obvioits by the cited relerences, and withdrawal of 
the obviousness rejection is respectfiuily requested. 
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Couciusioa 

It is iespecifully submitted thai as the mdependeiit cksims are j>ove! md itn eitiive as 
already demonstrated above, the Examiner's arguments rektmg to (he dependent claims are 
•also unsustaifiabje. First there would have been no motivatiou to combine these docometiis, 
for the reasom discussed above, Seeoad, eyeu if the skilled person had combined diese 
docunjents at the priori ty date of the invention he would stiil not have arrived at (he im'ention 
as recited in any one of the ciainis currenUy pending, nor wouid he have had a reasonable 
expectation that die formnlaiions of the present invention would have the excellent tamper 
resistance io crushing, grinding and extraction as discirssed and exemplified in tiie present 
application. 

In light of the above amendments and remarks. Applicants respecifulK' retiuest thai 
the Examiner reconsider this application with a view towards alio wanee, notifjcation of 
which is respectfully requested. The Examiner is invited to call the undersigned attorney at 

(,5 16) 874-42.50, if a telepiione call, could help resolve <«iy remaining items. 

Rcspcctfelly submitted, 

Date: Septe:tnl)C!- 19,20}} // ^ 6j 31,636 

James G. Matfcey (Reg. No.) 

Viruia! Law Partners LLP 
1979 Marcus Aveuue. Suite 210 
L^ke Success, NY 11042 
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EXHfBIT A 

Meii-exlmded mukiparticuiates were produced mth the ibMowmg Ibrnklatibns; 



Material 


Batch No, 00 w/w) 




F784/53A 


F784;26A 


Oxvcodone HC? 


30 


30 


Ethyl cellulose NiO 


20 


26 


Eudragit NE 40 D* 


36 


30 


Stear>'! aicohoi 


i2 


12 


Glycerol dibehenaie 




2 


Toiat 


iOO 


100 



Value stated in solids conteiit only, liquid dispersion weight is (vaUie/40)xlOO. 



Batch samples were tested as follows: 

1 33 mg of the muJtiparticalates were subjected to griiiding m& mortar and pestle with 24 
roJatiOTis of the pestle and the prodoct placed in 900 ttll water at 37'"C for 45 mifloies. The 
amounts of oxycodone dissolved were thea determined by HPLC and detection by 0 V at 210 
jxm wavdengtli. The results are preseirted in the table below. 





hum A 


F7S<4/26A 


% oxycodone released from intact 
rmtUi.paruculate.'i 


25.52 


24.16 


% oxycodone released from gromid 

maitiparticuktes 


56.64 


62.46 


Dillerence 


31.12 


3^.30 



In the table below, tliese results are correlated w^itli tlie formulations of each of tlie batches. 



Materia! 


Batch No. (% wfw) 




F784/53A 


F784/26A 


EHdragiiNE40D* 


36 


30 








Difference m % 
oxycodone released 


3J,12 


38.30 



Value stated in solids content only. Liquid dispersion weight is (va1ue/40)x 100. 
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